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determined the day prior to testing a 
product. This MED(US) shall be used in 
the determination of the series of UV 
radiation exposures to be administered 
to the protected site in subsequent 
testing. The MED(US) should be deter-
mined again on the same day as the 
standard and test sunscreens and this 
MED(US) should be used in calculating 
the SPF. 

(c) Determination of individual SPF 
values. A series of UV radiation expo-
sures expressed as Joules per square 
meter (adjusted to the erythema action 
spectrum calculated according to 
§ 352.73(a)) is administered to the 
subsite areas on each subject with an 
accurately-calibrated solar simulator. 
A series of seven exposures shall be ad-
ministered to the protected test sites 
to determine the MED of the protected 
skin (MED(PS)). The doses selected 
shall consist of a geometric series of 
five exposures, where the middle expo-
sure is placed to yield the expected 
SPF plus two other exposures placed 
symmetrically around the middle expo-
sure. The exact series of exposures to 
be given to the protected skin shall be 
determined by the previously estab-
lished MED(US) and the expected SPF 
of the test sunscreen. For products 
with an expected SPF less than 8, the 
exposures shall be the MED(US) times 
0.64X, 0.80X, 0.90X, 1.00X, 1.10X, 1.25X, 
and 1.56X, where X equals the expected 
SPF of the test product. For products 
with an expected SPF between 8 and 15, 
the exposures shall be the MED(US) 
times 0.69X, 0.83X, 0.91X, 1.00X, 1.09X, 
1.20X, and 1.44X, where X equals the ex-
pected SPF of the test product. For 
products with an expected SPF greater 
that 15, the exposures shall be the 
MED(US) times 0.76X, 0.87X, 0.93X, 
1.00X, 1.07X, 1.15X, and 1.32X, where X 
equals the expected SPF of the test 
product. The MED is the quantity of 
erythema-effective energy required to 
produce the first perceptible, unambig-
uous redness reaction with clearly de-
fined borders at 22 to 24 hours 
postexposure. The SPF value of the 
test sunscreen is then calculated from 
the dose of UV radiation required to 
produce the MED of the protected skin 
and from the dose of UV radiation re-
quired to produce the MED of the un-
protected skin (control site) as follows: 

SPF value =the ratio of erythema ef-
fective exposure (Joules per square 
meter) (MED(PS)) to the erythema ef-
fective exposure (Joules per square 
meter) (MED(US)). 

(d) Determination of the test product’s 
SPF value and PCD. Use data from at 
least 20 test subjects with n rep-
resenting the number of subjects used. 
First, for each subject, compute the 
SPF value as stated in § 352.73(b) and 
(c). Second, compute the mean SPF 
value, x̄, and the standard deviation, s, 
for these subjects. Third, obtain the 
upper 5-percent point from the t dis-
tribution table with n-1 degrees of free-
dom. Denote this value by t. Fourth, 
compute ts/ √n. Denote this quantity 
by A (i.e., A =ts/ √n). Fifth, calculate 
the SPF value to be used in labeling as 
follows: the label SPF equals the larg-
est whole number less than x̄. - A. 
Sixth and last, the drug product is 
classified into a PCD as follows: if 30 + 
A < x̄, the PCD is High; if 12 + A < x̄ < 
30 + A, the PCD is Moderate; if 2 + A < 
x̄ < 12 + A, the PCD is Minimal; if x̄ < 
2 + A, the product shall not be labeled 
as a sunscreen drug product and shall 
not display an SPF value. 

§ 352.76 Determination if a product is 
water resistant or very water resist-
ant. 

The general testing procedures in 
§ 352.72 shall be used as part of the fol-
lowing tests, except where modified in 
this section. An indoor fresh water 
pool, whirlpool, and/or jacuzzi main-
tained at 23 to 32 °C shall be used in 
these testing procedures. Fresh water 
is clean drinking water that meets the 
standards in 40 CFR part 141. The pool 
and air temperature and the relative 
humidity shall be recorded. 

(a) Procedure for testing the water re-
sistance of a sunscreen product. For sun-
screen products making the claim of 
‘‘water resistant,’’ the label SPF shall 
be the label SPF value determined 
after 40 minutes of water immersion 
using the following procedure for the 
water resistance test: 

(1) Apply sunscreen product (followed 
by the waiting period after application 
of the sunscreen product indicated on 
the product labeling). 

(2) 20 minutes moderate activity in 
water. 
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(3) 20-minute rest period (do not 
towel test sites). 

(4) 20 minutes moderate activity in 
water. 

(5) Conclude water test (air dry test 
sites without toweling). 

(6) Begin solar simulator exposure to 
test site areas as described in § 352.73. 

(b) Procedure for testing a very water 
resistant sunscreen product. For sun-
screen products making the claim of 
‘‘very water resistant,’’ the label SPF 
shall be the label SPF value deter-
mined after 80 minutes of water immer-
sion using the following procedure for 
the very water resistant test: 

(1) Apply sunscreen product (followed 
by the waiting period after application 
of the sunscreen product indicated on 
the product labeling). 

(2) 20 minutes moderate activity in 
water. 

(3) 20-minute rest period (do not 
towel test sites). 

(4) 20 minutes moderate activity in 
water. 

(5) 20-minute rest period (do not 
towel test sites). 

(6) 20 minutes moderate activity in 
water. 

(7) 20-minute rest period (do not 
towel test sites). 

(8) 20 minutes moderate activity in 
water. 

(9) Conclude water test (air dry test 
sites without toweling). 

(10) Begin solar simulator exposure 
to test site areas as described in 
§ 352.73. 

§ 352.77 Test modifications. 
The formulation or mode of adminis-

tration of certain products may require 
modification of the testing procedures 
in this subpart. In addition, alternative 
methods (including automated or in 
vitro procedures) employing the same 
basic procedures as those described in 
this subpart may be used. Any proposed 
modification or alternative procedure 
shall be submitted as a petition in ac-
cord with § 10.30 of this chapter. The pe-
tition should contain data to support 
the modification or data dem-
onstrating that an alternative proce-
dure provides results of equivalent ac-
curacy. All information submitted will 
be subject to the disclosure rules in 
part 20 of this chapter. 

PART 355—ANTICARIES DRUG 
PRODUCTS FOR OVER-THE- 
COUNTER HUMAN USE 

Subpart A—General Provisions 

Sec. 
355.1 Scope. 
355.3 Definitions. 

Subpart B—Active Ingredients 

355.10 Anticaries active ingredients. 
355.20 Packaging conditions. 

Subpart C—Labeling 

355.50 Labeling of anticaries drug products. 
355.55 Principal display panel of all fluoride 

rinse drug products. 
335.60 Professional labeling. 

Subpart D—Testing Procedures 

355.70 Testing procedures for fluoride den-
tifrice drug products. 

AUTHORITY: 21 U.S.C. 321, 351, 352, 353, 355, 
360, 371. 

SOURCE: 60 FR 52507, Oct. 6, 1995, unless 
otherwise noted. 

EDITORIAL NOTE: Nomenclature changes to 
part 355 appear at 69 FR 13717, Mar. 24, 2004. 

Subpart A—General Provisions 

§ 355.1 Scope. 
(a) An over-the-counter anticaries 

drug product in a form suitable for top-
ical administration to the teeth is gen-
erally recognized as safe and effective 
and is not misbranded if it meets each 
condition in this part and each general 
condition established in § 330.1 of this 
chapter. 

(b) References in this part to regu-
latory sections of the Code of Federal 
Regulations are to chapter I of title 21 
unless otherwise noted. 

§ 355.3 Definitions. 
As used in this part: 
(a) Abrasive. Solid materials that are 

added to dentifrices to facilitate me-
chanical removal of dental plaque, de-
bris, and stain from tooth surfaces. 

(b) Anhydrous glycerin. An ingredient 
that may be prepared by heating glyc-
erin U.S.P. at 150 °C for 2 hours to drive 
off the moisture content. 

(c) Anticaries drug. A drug that aids 
in the prevention and prophylactic 
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